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DETAILED ACTION 
Continued Examination Under 37 CFR 1.114 
A request for continued examination under 37 CFR 1.114, including the fee set forth in 
37 CFR 1.17(e), was filed in this application after final rejection. Since this application is 
eligible for continued examination under 37 CFR 1.114, and the fee set forth in 37 CFR 1.17(e) 
has been timely paid, the finality of the previous Office action has been withdrawn pursuant to 
37 CFR 1.1 14. Applicant's submission filed on October 9, 2007 has been entered. 

Response to Amendments/Arguments 
Applicant's amendments and arguments filed October 9, 2007 are acknowledged and 
have been fully considered. Any rejection and/or objection not specifically addressed below is 
herein withdrawn. 

With regards to the rejection under 35 USC § 103(a), the examiner withdrawn the 
rejection in favor of new grounds of rejection set forth below. 

Specification 

The lengthy specification has not been checked to the extent necessary to determine the 
presence of all possible minor errors. Applicant's cooperation is requested in correcting any 
errors of which applicant may become aware in the specification. 

Claim Objections 
Claims 17-19 are objected to for the following informalities : 
Claims 17 and 19 use the variable 'm\ however it should be a subscript. 
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Claims 17-19 use parenthetical expressions to describe elements, e.g. - (where R2 
represents...), which is not in conformance with current US practice. The parenthesis should be 
removed. 

Claim Rejections - 35 USC § 112 

The followinR is a quotation of the first paragraph of 35 U.S.C. 112 : 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 

Claims 15 and 23 are rejected under 35 U.S.C. 1 12, first paragraph, as failing to comply 
with the enablement requirement. The claim(s) contains subject matter which was not described 
in the specification in such a way as to enable one skilled in the art to which it pertains, or with 
which it is most nearly connected, to make and/or use the invention. "Using" is not an active step 
and thus the claims recite no active step and one cannot practice the invention without undue 
experimentation. 

The following is a quotation of the second paragraph of 35 U.S.C. 112 : 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 

Claims 14-19 and 22-24 are rejected under 35 U.S.C. 1 12, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. 

Claims 16 and 24 each recite, "where the covalent bond of the functional group of the 
metal complex with the amino group of the N-terminal amino acid or the protein or peptide (A) 
or with the carboxyl group of the C-terminal amino acid residue of protein or peptide is formed," 
however claims 17 and 19 allow only for bonding to the N-terminal or C-terminal, respectively, 
and thus the claims lack clear antecedent basis. 
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Claims 17-19 recite, "is represented by the following general formula," however it is 
unclear as what is the specific formula if the formula presented is general. It is unclear if this is a 
general formula whether the metal, M, can have additional ligands, e.g. X type ligands, which 
are not shown in the 'general formula'. In order to obviate this rejection, applicant is suggested 
to delete the term 'general'. 

Claims 17 and 19 recite the general formula (L2) m M(Li or 3) and that "m is a number of 
L2, indicating 0, 1, 2, 3, 4 or 5," however it is unclear, particularly in view of the described 
species of claim 18, whether m is describing the additional coordinations to the metal center or 
whether it is describing the number of discrete ligands. For example, is Applicant describing 
terpyridine as L2= 3 where each pyridine unit is considered a discrete L2, or is the terpyridine 
considered Li= 1? 

Claim Rejections - 35 USC § 102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the 
basis for the rejections under this section made in this Office action : 
A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public use or on 
sale in this country, more than one year prior to the date of application for patent in the United States. 

Claims 19 and 22 are rejected under 35 U.S.C. 102(b) as being anticipated by 
STORRIER (G.D. Storrier and S.B. Colbran. Inorg. Chim. Acta (1999) 284, pages 76-84). 

The instant claims are drawn generally to metal complexes of the formula (L3)M(L2) m? 
where L3 comprises a phenylamine group. 
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Storrier teaches the complex: 




. Because the 'reagent' requires 



no additional elements, nothing precludes the use of the complex of Storrier as the reagent. 

Please note, the amendments to the claim reciting the intended use "for determining..." 
and the clause, "wherein the covalent bond to be formed. .. 55 do not render the claims unobvious 
or unanticipated, as the structure is taught in the art. 

Claims 14, 17, 19 and 22 are rejected under 35 U.S.C. 102(b) as being anticipated by 
CRAPO (US Patent 5,994,339). 

The instant claims are drawn generally to metal complexes of the formula (L3)M(L 2 ) m , 
where L3 comprises a phenylamine group or the complex (Li)M(L2) m , where Li comprises a 
benzoic acid. 



Crapo teaches the complex: 




, where R is any one of 




(e.g. claim 5). Because there are so few choices for R, 



one could envisage each and every combination, and thus the species where R is 
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are anticipated. As above, because the 'reagent' requires no additional 



elements, nothing precludes the use of the complex of Stonier as the reagent. 

Please note, the amendments to the claim reciting the intended use "for determining. . ." 
and the clause, "wherein the covalent bond to be formed. . ." do not render the claims unobvious 
or unanticipated, as the structure is taught in the art. 

Claims 19 and 22 are rejected under 35 U.S.C. 102(b) as being anticipated by 
LONSDALE (US Patent 4,948,506). 

The instant claims are presented supra. Lonstdale teaches tetra-(aminophenyl)-porphyrin 
iron(II) (e.g. claim 6). As above, because the 'reagent' requires no additional elements, nothing 
precludes the use of the complex of Stonier as the reagent. 

Please note, the amendments to the claim reciting the intended use "for determining. .." 
and the clause, "wherein the covalent bond to be formed. . ." do not render the claims unobvious 
or unanticipated, as the structure is taught in the art. 
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Claims 14-17 and 21 are rejected under 35 U.S.C. 102(b) as being anticipated by DE 
LUCA (S. De Luca et al. J. Peptide Sci. (2001) 7, pages 386-394). 
De Luca teaches formation of In-PKCCK8, 



hl^WW^W^ 5 via amide bonding the side chain 8 amine of Lys 



to the carboxylic acid of the indium(III) porphyrin (page 386). The compound was analyzed by 
mass spectroscopy (Page 386, "Mass spectra obtained..."), thus meeting the limitations of the 
claims- forming a conjugate and analyzing the peptide/complex conjugate by mass spectroscopy. 



The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action : 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

This application currently names joint inventors. In considering patentability of the 
claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of the various 
claims was commonly owned at the time any inventions covered therein were made absent any 
evidence to the contrary. Applicant is advised of the obligation under 37 CFR 1.56 to point out 




M « ln(UI) ln-FK-CCK8 



Claim Rejections - 35 USC § 103 



the inventor and invention dates of each claim that was not commonly owned at the time a later 
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invention was made in order for the examiner to consider the applicability of 35 U.S.C. 103(c) 
and potential 35 U.S.C. 102(e), (f) or (g) prior art under 35 U.S.C. 103(a). 

Claims 14-17, 19 and 21-24 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over DE LUCA, supra, in view of TAMIAKA (H. Tamiaka et al. Bull. Chem. Soc. Jpn. (1993) 
66(10), 3062-3068) and CRAPO, supra. 

The instant claims are additionally drawn to the method where the peptide 
complex/conjugate is formed with a metal complex with a phenylamine group. Please note, the 
instant method claim 24 does not per se require the coupling to be through the phenylamine 
group to a carboxylic acid (see 112 2 nd rejection above). 

The teachings of Crapo and De Luca are presented supra. Tamiaka teaches conjugation 
of porphyrins to a peptide through the amine of a phenylamine group (e.g. Scheme 1, page 3063) 
and analysis of the product by mass spectroscopy (e.g. compound 5Z, page 3068- "MS m/z 
1152 "). Crapo teaches a myriad of peptides can be formed. Furthermore, substituted 
tetraphenyl porphyrins with a myriad of substitutions on the phenyl moiety are well known by 
the artisan skilled in the porphyrin arts, as evidenced by Crapo. Additionally, De Luca teaches 
metallation of the porphyrin prior to conjugation with the peptide. 

The difference between the instant claims and the teachings of Tamiaki is that while 
Tamiaki teaches conjugation of the peptide to the porphyrin through the porphyrin phenylamine 
group and the analysis by mass spectroscopy, Tamiaki does not teach using the metallated 
porphyrin in the synthesis. 

Selection of any order of performing process steps is prima facie obvious in the absence 
of new or unexpected results (see, e.g., Ex parte Rubin, 128 USPQ 440, 1959, and In re Burhans, 
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154 F.2d 690, 69 USPQ 330 - CCPA 1946) MPEP § 2144.04. Here, the only difference is the 
step at which the metallation occurs. Thus, it would have been obvious to have metallated the 
complex prior to the peptide conjugation in the absence of new or unexpected results. 

Alternatively, it would have been obvious to have used any of the porphyrins of Crapo in 
the method of forming a peptide conjugate to the porphyrin, as both De Luca and Tamiaki teach 
conjugation through both the carboxylates and amines of the peptide with equal success in doing 
so. Crapo teaches porphyrins which bear both carboxylates and amines which are capable of 
conjugating and are closely related to the porphyrins of De Luca and Tamiaki. The reference are 
relied upon for the reasons discussed above. If not expressly taught, based upon the overall 
beneficial teaching provided by the references with respect to peptide conjugation to porphyrins 
in the manner disclosed therein, the selection of the conjugating group for connecting the peptide 
and the porphyrin is deemed merely a matter of judicious selection and routine optimization 
which is well within the purview of the skilled artisan. 

A reference is good not only for what it teaches by direct anticipation but also for what 
one of ordinary skill in the art might reasonably infer from the teachings. {In re Opprecht 12 
USPQ 2d 1235, 1236 (Fed Cir. 1989); In re Bode 193 USPQ 12 (CCPA) 1976). In light of the 
forgoing discussion, the Examiner concludes that the subject matter defined by the instant claims 
would have been obvious within the meaning of 35 USC 103(a). From the teachings of the 
references, it is apparent that one of ordinary skill in the art would have had a reasonable 
expectation of success in producing the claimed invention. Therefore, the invention as a whole 
was prima facie obvious to one of ordinary skill in the art at the time the invention was made, as 
evidenced by the references, especially in the absence of evidence to the contrary. 
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Claims 14, 17-19 and 22 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
STORRIES, supra, in view of SHIRAI (EP 0677293 Al), BARIGELLETTI (F. Barigelletti et al. 
Chem. Commun. (1998) pages 2333-2334) and/or SAUVAGE (J.-P. Sauvage et al. Chem. Rev. 
(1994) 94, pages 993-1019). 

The claims are drawn generally to the complex 




, where R is H. 

The teachings of Storries is presented supra. Terpyridine ligands conjugated to metals is 
well known in the art, e.g. Sauvage, Barigelletti and Storries. Shirai teaches a variety of 6' 
substituted terpyridine ligands. 




Storries teaches and teaches the benzoic acid terpyridine as 

well as conjugation of the benzoic acid terpyridine to a metal, core, however Storries does not 



teach the discrete conjugate 




, where R is H. 
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It would have been obvious at the time of the invention to have formed the complex 




o 
ii 

C-O-R, 



, as the two ligands are all well known to the artisan 



and coordination of the two ligands to metal cores is also well known to the artisan. Further, 
coordination of mixed terpyridine ligands is widely practiced in the coordination chemistry arts, 
and thus would have been obvious to make the compounds with the expectation that they would 
function as other members of the metal bis(terpyridine) family. 

A reference is good not only for what it teaches by direct anticipation but also for what 
one of ordinary skill in the art might reasonably infer from the teachings. {In re Opprecht 12 
USPQ 2d 1235, 1236 (Fed Cir. 1989); In re Bode 193 USPQ 12 (CCPA) 1976). In light of the 
forgoing discussion, the Examiner concludes that the subject matter defined by the instant claims 
would have been obvious within the meaning of 35 USC 103(a). From the teachings of the 
references, it is apparent that one of ordinary skill in the art would have had a reasonable 
expectation of success in producing the claimed invention. Therefore, the invention as a whole 
was prima facie obvious to one of ordinary skill in the art at the time the invention was made, as 
evidenced by the references, especially in the absence of evidence to the contrary. 



References cited on the enclosed PTO-892 and not relied upon in any rejection are 
considered pertinent to the instant disclosure. 



Conclusion 



Application/Control Number: 10/614,324 



Page 12 



Art Unit: 1654 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Andrew D. Kosar whose telephone number is (571)272-0913. 
The examiner can normally be reached on Monday - Friday 08:00 - 16:30. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Cecilia J. Tsang can be reached on (571)272-0562. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you would 
like assistance from a USPTO Customer Service Representative or access to the automated 
information system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 



Amdfew D Kosar 
Patent Examiner 
Art Unit 1654 




